In this issue of the journal, Shivaswamy\[[@ref1]\] *et al.* describe a case of idiopathic CD4 positive T lymphocytopenia (ICL) with ulcerative colitis and Candida infection. The patient fulfilled all the US Centers for Disease Control and Prevention CDC criteria\[[@ref2]\] for the diagnosis of ICL. This is a very rare condition\[[@ref3]\] and is increasingly being picked up because of the widespread availability of flow cytometers in diagnostic laboratories.

HIV 1 and 2 infection is the commonest cause of CD4+ T lymphocytopenia as also human T cell leukemia virus type 1 (HTLV-1) and 2 infections. Many viral and rickettsial infections, as well as some of the autoimmune and malignant conditions, can cause CD4+ T lymphocytopenia. Drugs that suppress bone marrow or cause suppression of lymphocyte production or increase its destruction do the same. Various chemotherapies and radiotherapy can reduce peripheral T lymphocyte counts. However, many of these conditions are transient and may not reduce the CD4+ T cell count substantially. Hence the need by CDC for a CD4+ T cell count of less than 300/ul or less than 20% of total T cell count on more than one occasion separated by at least 6 weeks. As the commonest cause of persistently low CD4+ T cell count is HIV infection, hence, there are fears whether similar kind, yet unknown, viral infection can also cause this syndrome? Initially, some interest was generated by finding transmissible intracisternal retrovirus (Carnation Italian ringspot virus \[CIRV\]) as a possible cause for this syndrome\[[@ref4]\] but subsequently, this study could not be duplicated.

A few cases of ICL has already been reported from India with various opportunistic infections.\[[@ref5][@ref6]\] ICL affects both male and female patients. Though mostly it has been reported in patients between 30 and 60 years but children as well as elderly persons could also be affected.

How do we diagnose such cases? When the patient presents with unusual infections *Cryptococcus meningitis*, *Pneumocystis jiroveci* pneumonia, tuberculosis, nontuberculous mycobacterial infections, toxoplasmosis, leishmaniasis, Nocardia, John Cunningham (JC) virus infection, human papillomavirus infection, recurrent Candida, Histoplasma, herpes, and other unusual infections or recurrent infections, CD4 T cell count should be assessed. Lymphocytopenia with simple blood count may be a pointer for the presence of CD4+ lymphocytopenia.

Some patients may have associated autoimmune phenomenon or underlying malignancy but usually no antibody deficiency.\[[@ref3][@ref7]\] A proportion of these patients also have additional CD8+ T cell deficiency or natural killer cell deficiency.

Is the CD4+ T lymphocytopenia in the patient persistent? In a majority of the cases, it is so but in a small minority CD4+ T cell counts recover over time.

What is the natural history of this condition?\[[@ref3][@ref7][@ref8]\] These studies have reported that \>80% of patients present with an unusual infection, 15--20% of them have autoimmune conditions mainly vasculitic illness, 20% develop various malignancies, and rest remain asymptomatic or even may recover, underlining the extreme heterogeneity of this condition.

Once the diagnosis is established, how do we manage such cases in our present-day understanding? Infections and secondary autoimmune disorders or malignancy need to be treated using standard protocols for each disorder. However, these patients need regular follow-up to find out spontaneous recovery and may need prophylactic cotrimoxazole and/or acyclovir, famciclovir administration. As Cryptococcus infection is extremely common in these patients, once the infection is diagnosed and treated subsequent suppressive treatment for the same needs to be continued indefinitely. Some of the patients show good improvement in CD4+ T lymphocyte count on a weekly injection of pegylated IL-2.\[[@ref8]\]

Is there any special message related to this rare condition for Indian patients in India? India is a very populous country, hence, though rare in relative terms, such patients may be present in our country in large numbers and very few are probably diagnosed? Hence, doctors should be alert about this condition, particularly with those patients who present with AIDS-defining infections but are HIV negative.

Novel viral infection in a subset of these patients may be discovered if properly designed nationwide epidemiologic study is done with these patients. We collect more than 10 million blood units in different blood banks in this country. Many asymptomatic CD4+ T lymphocytopenia patients may be detected if these blood donors are targeted for such a study. Those who are interested in knowing more about the condition are referred to available reviews.\[[@ref3][@ref7][@ref8]\]
